There is global concern on the methodological limitations, transferability and effectiveness of clinical practice guidelines (CPGs) for chronic non-communicable diseases, particularly for hypertension. Bolivia, Ecuador and Peru have regularly produced CPGs; however no formal assessment has been done on their contents, transferability and effectiveness. 
Introduction
The growing global public health as well as the economic importance of the cardiovascular disease (CVD) burden has become one of the main focuses of the scientific literature and of many reports of international agencies [1] - [3] .
The insistence and the pressure imposed on all the stakeholders (from the nations to the public opinion to the professionals) to focus their attention and practice on the implementation of the many guidelines which are made periodically available have assumed the characteristics of an "emergency", which is said must be faced with globally defined and coordinated efforts and guidance [4] [5] .
While expected, this tendency is somehow surprising and even worrying considering some well-known facts: 1) There is a growing consensus in the scientific literature on the intrinsic methodological limitations of the guidelines [6] - [8] .
2) It is accepted that they are poorly applicable in real life, even in the countries where trials which have produced the evidence have been implemented [9] .
3) The critical role of non-medical determinants of cardio vascular risks and care delivery is well recognized, nonetheless they are not a substantial component of guidelines [10] [11] .
4) Research on outcome effectiveness has clearly confirmed the need of planning policies and of interventions which are at least as much concerned with the variability of the contexts and of the target populations as they are with the reliability of standardized guidelines [12] [13] .
The latter two considerations have a particular bearing for countries like those of the Andean Region, which are characterized by a fundamental cultural variability, highly dispersion and heterogeneity of human groups at risk, rapidly changing socio economic conditions, and (most importantly) constitutional evolutions which deeply influence the conditions of accessibility to health care rights.
As an expression of an international program sponsored by the European Union on the appropriateness of care of citizens from Andean Countries, it was felt of interest to include in the research a formal assessment of the different characteristics, and therefore the potential role of guidelines adopted by Bolivia, Ecuador and Peru, having European Guidelines as the most obvious comparator [14] .
Materials and Methods
Systematic methods were used to search for Clinical Practice Guidelines (CPGs) in indexed databases and non-indexed publications. Further with the purpose of identifying CPGs recognized and approved by health authorities, telephone contacts and interviews were made with technical officers in the Ministries of Health of Peru, Ecuador and Bolivia. Four CPGs were identified for assessment (two in Peru, one in Ecuador and one in Bolivia). Since most of health authorities in Europe have adopted the European Guidelines on Hypertension Management [15] , these were taken in account as a benchmark for the countries with Andean population immigration.
The assessment of CPGs requires well oriented technical criteria of judgment and the capacity to take into account the context of application. We identified two evaluators having a profile of primary care physicians with expertise in public health and scientific evaluation of health information from different sectors such as academy and direct patient care. The widely tested "Agree II instrument for assessing clinical practice guidelines, AGREE II Consortium, May 2009" [16] was adopted. Being aware of the obvious limitations, this instrument was chosen because it considers transparency of the process which produces the guidelines and the degree of participation of various stakeholders in addition to methodological robustness. Additionally, the AGREE II instrument is formally recognized in Europe and Ecuador for CPGs development and evaluation [7] .
The CPGs were evaluated according to six blocks of variables called "domains" (Table 1) : scope and purpose (3 items), stakeholder involvement (3 items), rigor of development (8 items), clarity of presentation (3 items), Table 1 . Domains of evaluation considered in the AGREE II instrument.
Domains

Number of items
Scope and purpose 3
Stakeholder involvement 3
Rigor of development 8
Clarity of presentation 3
Applicability 4
Editorial independence 2 applicability (4 items), and editorial independence (2 items). For each item score, scales from 1 (strongly disagree) to 7 (strongly agree) are used.
The evaluations were performed in two steps: First, each evaluator was requested to formulate his/her judgment in written form, with no interaction with the other evaluator. In the second step, the evaluators met to discuss ratings with disparities to reach a final consensus. Discussions concerned clarification of each evaluator's perspective with attention to minimizing bias and inaccuracy.
Scoring was done according to the criteria established in the original paper [16] . Domain scores are percentage-scaled measures based on the sum of individual item values within a domain. Each domain has a range, from minimum to maximum, of possible sums. The observed sum is represented as a percentage of this range. The following equation was used for that purpose:
Obtained Score Minimum Possible Score Scaled Domain Score Maximum Possible Score Minimum Possible Score
Results
The five CPGs included in the assessment were: the chapter "hypertension arterial sistemica" which is part of the document "guias de atencion primaria y salud familiar" published in [19] ; the document "Diagnóstico y Tratamiento de la Hipertensión Arterial: de la Teoría a la Práctica" published in 2011 by the Society of Cardiology of Peru [20] ; the document "Revisión de la guía Europea de manejo de hipertensión: documento de la Sociedad europea de Hipertensión" published in several peer reviewed journals [15] . The detailed results of the application of the AGREE II instrument are presented in Table 2 . Over a maximum possible score of 6, the profiles of the considered CPGs are clearly disappointing, as they range between 1.85 and 2.94. All CPG were relatively highly scored in terms of clarity and presentation, but the overall picture as summarized in Table 3 , shows that the hierarchy of quality declines towards a progressive worsening from the domains which declare the good intentions of being clear, to those which measure the hard aspects and implications of CPG (from methodological reliability to participations to practicability).
Discussion
In each evaluation process the criteria of interpretation of results are obviously highly dependent from the way the questions foreseen in the adopted instrument are translated into a more or less positive/negative, or ill-defined judgment [21] . The domains for which substantially positive scores have been obtained across the various guidelines (i.e., domain 4 and 1) are those who are meant to quantify a strictly qualitative variable, which is totally independent from the contents of the guidelines. Domain 1 corresponds in fact to a broad initial declaration of intents; it is somehow expected that every group which formulates guidelines declares clear and good intentions. The maximum score obtained for Peru is in this sense not a value judgment, but simply the recognition that the list of objectives was more detailed and longer (irrespectively of any correspondence with their consistency with the methodological rules adopted by and/or requested for guidelines). Domain 4, which provides even higher scores, must be seen with the same criteria: the clarity of the language and of the strategy of presentation of the various items is a model of self-fulfilling prophecy: guidelines could be clear simply because they avoid complex, and even more questionable issues, for which there are no evidences: they are therefore excluded from the discussion: at maximum they are quoted in a very affirmative and simplified language, as problems which are possibly to be dealt with in other contexts. Further, clarity is by definition not measured with respect to the non-medical users, and even less to patients: the planned readers-users of guidelines are medically trained people, who do certainly recognize a didactically oriented writing.
The average scores for domain 1 and 4 exceed the level of acceptability established by the AGREE II score, (both are above 60%, which is established as the acceptability level by the AGREE II system: it should be noted however that 3 out of 5 guidelines fail to reach this level for domain 1) must be contrasted with by the worrying consistency of the negative scores obtained for the other domains which touch more directly what should be the real world of guidelines: participation of all stakeholders in the formulation of the text and of recommendations (domain 2); rigorous and explicit methodology in the evaluation process (domain 3); transferability into practice (domain 5). While scores compatible with a conditional acceptability are obtained in domain 2 and 3 by European Guidelines, all other scores are far below the minimum of conditional acceptability, which should be at least 30%.
With the obvious exception of a satisfactory consensus on the declaration of intent, the guidelines included in the survey appear by large to fail to meet (for different reasons) the standards of quality and pertinence, which are due for instruments aimed to provide a reliable (and broadly comparable across users) guidance for decision making and policies in a critical, and simple, area like hypertension.
It is reasonable to assume that the results could be partly attributed to the degree of subjectivity which is intrinsic in the criteria of use of AGREE, which is focused almost exclusively on the procedures adopted for the production of guidelines. It is however important to emphasize that the dissociation between the formal quality of a regulatory instrument and its relevance for the transferability of its prescriptions correspond to a structural bias of any process of evaluation and planning which assumes an hypothesis of linearity for assessing and making decision with respect to issues which are far from being compatible with linearity, because of their often complex nature. The conceptual scenario is similar to what happens with a trial, which is critical for the production of evidence based guidelines: it is not relevant nor informative, if it rests, in perfect formal compliance with the International Conference on Harmonization (GCP_ICH) guidelines and rules, on an irrelevant and/or illfounded hypothesis.
The problem is even more basic with guidelines: they can't be simply the structured summary of the evidences which have been produced in highly controlled and rigidly pre-defined experimental contexts of care. Their quality should be consistent with the unavoidable "biodiversity" of the context of care.
In one case, it must be noted that it is already inappropriate to rely on guidelines targeted to a clinical epidemiological condition, hypertension, which does not exist as a separate cardio vascular risk most of the time (neither with respect to its causes nor to the appropriateness of the interventions).
Even more clearly evidence based guidelines is inevitably biased in favor of pharmacological or technological strategies (which are the principal if not the exclusive objects of trials): recommendations to address the nonmedical determinants of risks and/or care are possibly taken into consideration, but inevitably downplayed at the level of good will behaviors, for which no controls are foreseen, nor-explicitly planned in terms of investments comparable to these corresponding to diagnostic/therapeutic measures.
The substantial failure of guidelines based policies in terms of outcome effectiveness (which is the declared goal of guidelines) has been abundantly documented and repeatedly confirmed even in the countries (USA, Europe) where the trials based evidence is produced [6] [7] , and where there is no confounding due to the unavailability/inaccessibility to resources. The linearity of guidelines becomes more clearly a misguiding guidance for the real life of countries still fighting with the overall design and implementation of their health care systems.
The adoption of guidelines should be seen as a needed, but relatively marginal and flexible component of a broader process:
• Where the epidemiological and socioeconomic variables are the mandatory framework and priority prerequisite, to define the map of the priorities as well as of the variability of the contexts of accessibility to care of the populations; • Which makes a clear and explicit connection between intermediate outcomes and points targeted by the medical guidelines (e.g. the satisfactory blood pressure levels), and the end points of the health care system (e.g. the concrete solutions which allow a successful long term follow up and the monitoring of clinically significant outcomes); • Which indicates clearly how the objectives related to non-medical determinants are taken into account, so that the occurrence of unfavorable events is adequately and timely (e.g. at local level, where corrective measures could/should be adopted) documented; • Where the link of the medical/epidemiological outcomes (e.g. morbidity and mortality; but also personal autonomy together with economic burden) with the objectives of the constitutional call for a "sumak kawsay" [22] (a good and peaceful life) is made explicit.
